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^6 5 2fiOTy rSTOT^yftffiJlJSttM^H ; (f) 75 7^g5^J 
(e) (C^^Tl fel<Htfl075yggdm g&fcL<tett2ra£n£:75 

ym&Fifrzfcr). i)^^ffiWfcmmftm*m-?z>^-7?Y •. (g) mmv 
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So Ell (B) te, WKLfc^frOM^t^BTfeS. 

0 2 (a) liil (A) CD a (D^S^JM-dieTKS : Bl 2 (b) ttgl (A) 
<Db(DTS^J>T-(c^®7K^ ; 0 2 (c) ttil (A) coc (DT'gtyfrlZ 1 0 0 n 
M7 Hl/y^ra U >£: ; ^UTEI 2 (d) tela 1 (A) <£>d <D=Fg®mz 1 0 
0 nM7 H V J *f=L U >S^jpUfc»'&^ J ?SffliO»R*i&iai^bfclS*^t"^ 

0 3 (a) liil (A) <73bCD^^JM-tCl~l 0 0nM7HI///ra'J> 
S;i3 (b) (A) O c Of gWfrl: 1 ~ 1 0 0 nM7 F U / i U 

>i£;-5-bTi3 (c) te01 (A) (D d <D^m¥x\zMm^^^tz.^\Z 

04 (a) \tmi (A) OaOf S«Jit^y^v^-> : £^iPb, ^tlO 
0 nM7Hl^y^7 f 3.U>&«iPbfc»^ : f : K)ffi<0'R«&» 04 (b) «0 1 
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^liCGRP [8-3 7] C«k-5l»Jh*3S-rBI , r*S. (a) - (e) 

<ois*s^-ra5o<Dgij^©ii«^6o«sw^aB»^»*. *p<o. 05. 

JIIWfcLTOJSSitMft (-H^SHIHiHJr) ;'p<0. 0 5. AM^ntitm 

10 i7«, AMC«koTtt5l#fi21SnS*«, AM [2 2-5 2] £*:te:CGR 

P [8-3 7] lcJ:S^^hi/>*fcttPGF 2a OB&±»C < koTtt5l*fi^ 
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5 2<D- 7 3&C9A 1 a^S> 9 lfi(DL e u S^CDT^ 7 ^gB^J^teS^^ H 
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-F£ftf#5. ^4*07Hi/;/Ta'J>©i^ EJ!I*©E5'JS^4©1 
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j*5^'J ge^(Og2^J#^-3©4 3 0&<DT£>6> 5 8 5&CDC£T(£>#y 

15 ge^m©@B?iJ#-^6(D l{4(DTy rri^ 5 0&C9Ty r £T<Z)7^ /^@B?iJ£-g- 
tf 0 ^^hfi^OTHl/y^fa'JXt B2^©gaa?>J##5 04 3 3fi©T^ 
5 5 8 2{4C0T^TCD^y ^^W^HSS^J^«fc03-H$ft#-5o 

£/B U *> ft 5 7 H V J * f y _Lf BCDSHM (3 «k o Ti^-T b Wfc 
•£tlZZ£\tl3i<, ^fteCDSB^'JtC^bT, l"bb<liftfl07 5;8^ 

s& & b < tettin $ ft & 7 a / mmn & m b , ^mm<Dmmmm £ ftfefs w 

25 fe^Hfe^fctUT^inS. 
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t?# ens §i^d? hZf?7'<-izfrtfz>z\nz&-DTm£i'£ti 

ij ><D^Hi43J:^M^fe(C3»^T«, #^§¥7 - 1 9 6 6 9 3^k$Si3sB«!c£ 
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ffflflfSB^JCIte* i3-7^^V— i£*5J:tf^ I — 7yD€-^-H OfciU 2) , 

^-T^ffl^Stl*,, MAJi, StTOi* pYEUra3 (Clontech) $ 

b \£<Drctb<D^n=E— Otitis) ; xy^— tfJteTfi*©^^ 
— ^- ;YEpl 3frt>mznfzL e u 2it^**©yD^-^- ; *$u^ 
W>fi*oyDM-; S V 4 0 fi^MSitttiiyo^-^-, # 

£ 3fe<73 y O ^E— ^ — <D <k -5 &f&<Z) O <i )V7. Zfu qE— * — $ ft -5 „ 

10 



WO 00/78339 



PCT/JPOO/04167 



ll 



WO 00/78339 



PCT/JPOO/04167 



mmomzvm^v hofgsfli^s^, turn*, &zwtft&&<n 
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off*. ^BM<Dm^^m.mtvxmo^r^m^, mm* n->x 
x?-?<D£??3Lffi,Mm&&m-Z£nmz> 0 Tk&mmmt^xmn&^-rzzi&iz 

^^vy^m^^xmmm^mmv. pH&mwfcmizmm-rzo ^m<Dm 
iv. ?-gmw.mfflmm®.i&M<D&i* 

&5£W<Dffl.tfx,W}\t. Remington' s Pharmaceutical 
Sciences, Mack Publishin g£L E a s t o n > P 
A iZt m £ tlT ^ 3 £ 5 ftfi^CD^ 7^ F <D%Ji*fa (DMXfStA}-c£ 5, M ^ 

tt<D£ommn& j *iz£o&-$--2nn2>o z-ti^^^^^m^^m^-r 

hM:g4t5i^, lB^OOilll 513^ 

mvt, mmm. m&mzM-rzmte^ itm. ^muE&^mvx. mmm\z& 
B$tmz5mx®5-2nxb£^o 
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*mEM~effi^^:THl/y^^U>«> S5^J#-^ 6 (O 1 fiOT y r 
5 5 O&OTy r £T<A7i= y^SBW^ft:^ -&J53c^^ HT?»S (Pept i 
de Institute, Inc. «fc DA?) » 

l 0 ~ l 2 M$&<£>JBi^ 2; h lz. o. 2m l cd3 0 %x^y— l Ai g<7)i 7 
10 j8 -XT, h ^^-^S&T&t* bfc. 

#fcHJ!J»rb (HI (A) ) , &mfrfrZJhm<Dttm&W*W&'t2>Z,£ 

{Ccfco, ^-mww (mi (b> ) 

a-t-TD- 1 1 2 S (B*^«a»D £1 g^#Tffl^T^S1^<Z)JKSg£ 

TS^JJt^ 3 0ml <D^;WD— ^aSjPBfcX^l^^-U >^;i/fi^K 
(Modified Krebs-Ringer bicarbonate 
20 (KRB) solution with glucose) (£Tr\ %.lz r&gg 

KRB^j £^5o ) ^tCgbfe^^, y^VY — V 2 h^>X^-^-53 
SO^ltfc. gfe^KRB^COm^i, : 122mM NaC 

K 2 6mM NaHCOj, 5mM KC1. ImM MgS0 4 -7H 2 0, 0. 
0 3mM EDTA— 2Na, 2. 4mM CaCl,, ^1 lmM^V3 
25 -X ; pH 7. 4) „ 

^%mm&&w&m\zmfe\sizL. tt%<nummmt-fe\zu%<»*w&\s 
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JPU 7 H 1/7 ^ra U >OM$ 1 0 0 n Lfc. 7h>y^ra'J>^ 
te3g®7K<a»0;^£ 3 Oftm. 4. 5M©KCl$3 0 0 /x l^dtTKCli 
5 ^4 5mM(hUc. 

^mft, 02 (a) ~ (d) iC^-To 02(7) (a) ~ (d) -en 

ftl01 (A) Oa~d©a»© : ?S«JM-*«tiT#6n*:ll*C#*-r*. 0 
2 (a) 3$&Zfi (b) tezi>hD — 02 (c) fc«fctf (d) ttl OOnM 

4 5mM0KC 1 £^JDbfcBf ^StttcTo 
0 2 (a) *5±tX (b) \Z*kZnZ>£t>lZ. ^SlffiOiftJRJgtt* ^©7fc©gs 

S8&iR*g35«SH*^«Ulal$nfc (02 (c) te£Zfi (d) ) o 4 5 mMCK 

is c i (D^snt'^o, d> hn— ;u^snif>y^"Tr ! by Hi^/^xiU>^n-tf> 

mm. (DJ&ftM K <fc o T£ D S C a 5 1 ^ iC i -5 ^iRSI « 

25 etiJjT&S— fe\ZiZZ><D&mm\stz&. 1 X 1 0"\ 2 X 1 0-\ 7 X 1 0'\ 2 X 1 
0- 5 . &<fctf 7X 1 (T 5 M 7HW^Tay> m%rtr>Zf)V) , *&tt&g 
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12m 2 2M, £££>*3 0 u 1 -fOgsJuLT, 

7 FW^nU 1 , 3, 10, 3 0, ^cfclXl 0 0 nMtlf;, 

#^Tr* 7 Hl^y^ra'J >*^:«^®7KcO*^CD^Jn^6»4 S^St 4. 5M 
5 OKCli&3 0 0 w l^PUTKCl©M^45mMi:b^„ 

133 (a) ~ (c) \Z.^rtn 03<D (a) ~ (c) ^-tl 

^niai (a) ob-dcD^^T^M-srffi^Tff^n^mtz^-r-So 0 

3 (a) (b) \$. 1-1 OOnMO^tMOTKl/y^TaU^Sfl 

-?-bTE3 (c) ttn>MD-;i/£^cT. ^n^n^cDScETO, 7 

03 (a) (b) l^^nsioC, =S--gm<D&Wii&m*. VYVJ* 

15 ) 

mMM \z=fg®ft iS*KRB»it»WV h = y ^ h7 

>^^-—y-—\ZtK)tm, 1 0 nM^5y^> (P e p t i d e Inst 
itute, Inc.) SeS*KRBj6*C8SJPbfcl*jfitJ^6. ^jffiGUXffifc 
^W»J^b^:„ 7'^> J ^->0^JD0 2 0 1 0 0 nM7Hl//^Ta 

20 U >Sfe«H@7KSr$ 6(C»bfe. 

04 (a) ^J;7JC (b) C^t„ u^T, 124(7) (a) *5«£7JC (b) 
fck ^nftl^l (A) ©a^tfcO^Of^n-^ffl^Tll^tl^lC 
^J^-r-So 04 (a) \t. 1 0 0 nM7FI/;/fa'J >»P<Dif&m£, ^IT 

04 (b) tt^@7K^ip<D^m^^-r. ^n^no0o^fp«, ^ 

04 (a) (b) i'^$ns<koic, y^^^-xzcfc^i^^s^n^^ 
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5 8-1 21ttOll7»; h*JBV*. HJfiW 1 bTTS12m-£I«b£:o 

^^T. 3 9 5% 0 2 /5% C 0 2 £rjI^Cb£:, 3 0ml£>&^ 

s^^TO^a'j^bfco 4 o^r^mt, =j"BW¥r*:* um am [2 

2-5 2] SfcttUM CGRP [8-3 7] <Z)##£T£/i«#£TTr 1 5 
«»C^1BTS ^ tick 0AMO«ffiS 1 — 1 0 0 T\M\Z%t*lzmiXlt£l£l3i&*>A 

uizmmvtzo 

1 7 13 - XX H 7^t-MWS#^.Tl^^7 7 hSfflHSSUO^Ufrcrau 
lOnM :/^>>*->> InM ^i/h>'>. ^dil/iM PGF 2 JZ 
15 iSfKTOWSlOOnM AMOM^, AM [2 2 - 5 2] 

*fc»l/tM CGRP [8-37] ©#|q££T£fc«#£TT?KSfcbfc. 

^-ftKDMfelZ&^Xb. 4 5mM KC 1 <k 9^£*&WfciR*lS$ 

•ti\ fS©^^lilfc. (a) - (f) &i:££0 7 (a) ~ (e 

) lZ7K~to 

20 iXhD^XD-lT^^ 1 7 |3-XXh7^-;«Ibfc7 7 h^S^ 

»»«iC7?ei!|iR«lbfc (0 6 (a) ; d^Tte* AMjSffi 
©fU>DK:3ig*&SimLT^*) o jiSS^CiU-rck^C (1~1 0 OnM 

) AM^^>A-nin^^>^<hiCctD, witt#wca«w*nfc 

(IC S0 =2 3nM) (0 6 (b) *5<fcrJt (c) ) . AMOifflMli. 100 
25 nM AM\Z&y)T%m*5E£lZlt!Mlsrzm&'T?2Z-'b* &fKRBHI§^ 
5SlftbAMS»S-rSCtC«k0RliatWT?*ofc (06 (c) ) . UM AM 
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[2 2 -5 2] $fcttl//M CGRP [8-37] CD^-Tn^fc^a&^JnT* 
Ztfe, ^n&fcTlZZjjM&Mfr-ofztf. l~10 0nM AMco^JnJCck^iR 
*6&lW&*&««fg£l::*&«jrfc (0 6 (d) &£&6 (e) ) . 06 (f) 
06 (b) , (d) , 43<fctf ( e ) oe*€rjt«Lfc^7Tf*S. 

a^©rBIHS^«krjCig«1?ai&iR«|Ufc. B7 (a) , (b) , *5«fctf (c) \Ztk 
Tcfc-5(C, lnM ttSsbis^ 1 uM PGF 2o , ^cttlOnM 3/7 
v*->te, wrtlfc. iR«&g*K:*!l*bfc. lOOnMOAMB, h 
is> (07 (a) ) ^dJPGF 2o (07 (b) ) lc«k D 5!^£2££frl£>iR$i 

tlfc (0 7 (c) ) . ^7^=>tC*SiRjit'5l*t*SAM©«IfW3»*tt» AM 
[2 2- 5 2] tfdSCGRP [8-37] *^a6»ip-r* d iitCcfc Dig&L£ 
(07 (d) (e) ) o 

15 

mm&ftmz^mmzmffl'tzzt&im&Tmmvtzo tsziz. amis, zr^v 
*->iz&z>umznfflvrc&. t+vhyx PGF 2a $5Ni mumm 

mzym-z^z>*boy~e?z<. smmwrn, aswa, ^^^ici-si&ii© 

7>^rf-X hT»5AM [2 2 - 5 2] CGRPl/t^-W57> 
25 ^^hT^CGRP [8-3 7] dtTT'D y >7 Ztlfzo Z.<DZ.££K), 
AMOfffflU AMUiLZf^ — iCGRP <Dm&&-ftVT9£1%TZ> t 
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%X.e>n^o AMOf^MCGRP [8-3 7] iZJz-oX^/Oy t7c£tlZ> Z\t.\Z 
MUTH *$ffim&JMZb* W-M-Ztlfr? y h mmmsk^mz^X AM (Dst 
*g&mftm&. CGRP [8-3 7] 1fi-?u v 2-$Z> (M17) , ?yhM^. 
'\OAMS#{^«fc^>^ifi^*5«fc7jCjfiijE<D±#2:, AM [2 2-5 2] foZWZC 
GRP [8-3 7] ^D^^tS (M18) &£(Z)£S^&3o 7 9 

hTS£fflVv:fc|g£J«fcK:;fcv*T, AMU l25 I~AMiS£^ 125 1 - C G R Pgg 
&(Dffim&W:mVoZ>. T&:b*>, AMI1 AM©^fifcm<. CGR 
P (Dmtr^mz £ d £a*fB^£*rCV>5 C£ltt7) . CftSOMtt, 

fSlI^WSAMSa, AMJte^O^Stt, AMa<SgJLSnfcBW««K;fe 

AMiCck^>^iR^»jf^ffl<D^^^{-^^T#^-rso 

fi^STlC^T, AM©»2S*tt*fiJE^©*51. 8«Hft4. 5fS, 125 1 — 
AM*g£*«*ij 1 Ofg, I2S I -CGRP^M«^4^«h^m i b^Jn-rS^ ( 

tO^§j&^i> ttK^SKI^V^Tia, »5E35««WlObfcAM3&s. ^KTO 

*m&MlZ&^T. AMU y^v^— >lC«t§JRi^ttfflI$«Jbfe^, ^* 
>i5«klXP G F 2tt K:«k*iK*tWu #&K::i3^Tffig£:?S:i!l£iS5 tStiWS. 
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/^TaU> (AM) &»Jfe»!JR*8&»ffi^«lC*II*«Ufc (IC 50 =2 3 
nM) . AMOftJfjfiJS&jjlte;, CGRPlxiry^-l30^TOJi^T>^rf-X h 
~e*S*;^h — >3te ; ?Ma^y^H [8-37] (CGRP [8-37] ) 
ir e koTfe> AMl^-fey^-OJi^7>^rf-7 > hT^^AM [2 2- 5 2] <D 

-frfc. y^v ? ^>{C«fcS^KiRSgtt, CGRP [8-3 7] 
AM [2 2 - 5 2] l::J;9 7Dy>7£n£o AMI1 3-*^ h ~>>£7*:te 

AMri^SI&©g»I^&<fctf:/^*^ 
Z. t. SttkTc 
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2. Kitamura£, Biochem.Biophys.Res.Commun. (1993) 192:553-560 

3. Cameron Endocrinology (1998) 139:2253-2264 
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5 

10 
15 

(a) ^mo)^m^2<Dl 3fiOS e r^5> 5 2&C0Ty r SWi^i 

20 K*i£*rr s^t^f, 

if ^ 1 2 ca2«©»J«*. 

25 



8. mtzy yvj^^) 
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(c) g2?UO@aJU#-^2(Dlte<£>Ty rtf>&5 2&cDTy r 7^12^1 

(d) T^y^Sfi^J (c) fccfe^Tl fcb<ttt<S07^yi!^, Stfeb 

9. MIET KW*^lU>^ 

(e) ia^mcDS5^J#^-2CD- 7 3fi:CDA 1 5 2fi©Ty r$T075/ 

(f) T^y^SB^j (e) t:^Tifci<iitflo7$yi«, a&fcb 

15 

1 0 . Mf2T Hl/y^ra'J 

(g) @2^iJSCDg2^iJ#-^2<Z)- 9 4We tfr<=>9 lfi©Leutt©7^y 

(h) T^y^SB^iJ (g) i:*^Tl i bl<Ktfi075/i« > S&fcb 

11. MIBT HW;^Ta'J>OC^75 IMbSttT^S* »*^l*fc« 
25 2 C8B*(B3iaj5fc«fr. 
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£te2KfSifc<Di£j&#fo 

13. HufBT ^y/xa'JX^^T, B2^JS©SB5»J## 2 (D 1 6 y s 
£ 2 1 fiOCy s HHg^nTUS, 1 £fcte 2 iCfBm©m^ 0 

14. msBSR«*«, ^7-< fis^t!*«, m&mi 31:^10^. 

15. ffiraB3S**«, -CH 2 -CH 2 -gg-8-T&&, if ^ 1 3 {d|2«C0m^. 
1 7. ^Sfc«M^O^I»M^Mii-r^^:66<7)THl//^T J a.U>C!)^fflo 
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SEQUENCE LISTING 

<110> Shionogi & Co., Ltd 
5 <120> Drugs for contraction suppression of myometrium 
<130> S0043PCT 
<150> JP P1999-177548 

10 

<151> 1999-06-23 
<150> JP P2000-79171 
15 <151> 1999-03-21 

<160> 6 

20 <170> Patentln Ver. 2.0 

<210> 1 
<211> 1457 
<212> DNA 
25 <213> Homo sapiens 
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<220> 

<221> CDS 

<222> (165).. (719) 
<220> 

<221> mat peptide 
<222> (447) . . (602) 

<400> 1 

ggcacgagct ggatagaaca gctcaagcct tgccacttcg ggcttctcac tgcagctggg 60 

cttggacttc ggagttttgc cattgccagt gggacgtctg agactttctc cttcaagtac 120 

ttggcagatc actctcttag cagggtctgc gcttcgcagc cggg atg aag ctg gtt 176 

Met Lys Leu Val 

tec gtc gec ctg atg tac ctg ggt teg etc gee ttc eta ggc get gac 224 
Ser Val Ala Lea Met Tyr Leu Gly Ser Leu Ala Phe Leu Gly Ala Asp 
-90 -85 -80 -75 

acc get egg ttg gat gtc gcg teg gag ttt cga aag aag tgg aat aag 272 
Thr Ala Arg Leu Asp Yal Ala Ser Giu Phe Arg Lys Lys Trp Asn Lys 
-70 -65 -60 

tgg get ctg agt cgt ggg aag agg gaa ctg egg atg tec age age tac 320 
Trp Ala Leu Ser Arg Gly Lys Arg Glu Leu Arg Met Ser Ser Ser Tyr 
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-55 -50 -45 

ccc acc ggg etc get gac gtg aag gee ggg cct gee cag ace ctt att 368 
Pro Thr Gly Leu Ala Asp Val Lys Ala Gly Pro Ala Gin Thr Leu He 
-40 -35 -30 

egg ccc cag gac atg aag ggt gee tct cga age ccc gaa gac age agt 416 
Arg Pro Gin Asp Met Lys Gly Ala Ser Arg Ser Pro Glu Asp Ser Ser 
-25 -20 -15 

ccg gat gee gec cgc ate cga gtc aag cgc tac cgc cag age atg aac 464 
Pro Asp Ala Ala Arg He Arg Val Lys Arg Tyr Arg Gin Ser Met Asn 
-10 -5 -11 5 

aac ttc cag ggc etc egg age ttt ggc tgc cgc ttc ggg acg tgc acg 512 
Asn Phe Gin Gly Leu Arg Ser Phe Gly Cys Arg Phe Gly Thr Cys Thr 
10 15 20 

gtg cag aag ctg gca cac cag ate tac cag ttc aca gat aag gac aag 560 
Val Gin Lys Leu Ala His Gin He Tyr Gin Phe Thr Asp Lys Asp Lys 
25 30 35 

gac aac gtc gec ccc agg age aag ate age ccc cag ggc tac ggc cgc 608 
Asp Asn Val Ala Pro Arg Ser Lys He Ser Pro Gin Gly Tyr Gly Arg 
40 45 50 
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egg cgc egg cgc tec ctg ccc gag gee ggc ccg ggt egg act ctg gtg 656 
Arg Arg Arg Arg Ser Leu Pro Glu Ala Gly Pro Gly Arg Thr Leu Val 
55 60 65 70 

5 tct tct aag cca caa gca cac ggg get cca gee ccc ccg agt gga agt 704 
Ser Ser Lys Pro Gin Ala His Gly Ala Pro Ala Pro Pro Ser Gly Ser 
75 80 85 

get ccc cac ttt ctt taggatttag gcgcccatgg tacaaggaat agtcgcgcaa 759 
10 Ala Pro His Phe Leu 

SO 

gcatcccgct ggtgcctccc gggacgaagg acttcccgag cggtgtgggg accgggctct 819 
15 gacagccctg cggagaccct gagtceggga ggcaccgtcc ggeggegage tctggctttg 879 
caagggcccc tccttctggg ggcttcgett ccttagcctt gctcaggtgc aagtgcccca 939 
gggggcgggg tgcagaagaa tccgagtgtt tgecaggett aaggagagga gaaactgaga 999 

20 

aatgaatget gagacccccg gagcaggggt ctgagccaca gccgtgctcg cccacaaact 1059 
gatttctcac ggcgtgtcac cccaccaggg cgcaagcctc actattactt gaactttcca 1119 
25 aaacctaaag aggaaaagtg caatgcgtgt tgtacataca gaggtaacta tcaatattta 1179 
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agtttgttgc tgtcaagatt ttttttgtaa cttcaaatat agagatattt ttgtacgtta 1239 
tatattgtat taagggcatt ttaaaagcaa ttatattgtc ctcccctatt ttaagacgtg 1299 
5 aatgtctcag cgaggtgtaa agttgttcgc cgcgtggaat gtgagtgtgt ttgtgtgcat 1359 
gaaagagaaa gactgattac ctcctgtgtg gaagaaggaa acaccgagtc tctgtataat 1419 
ctatttacat aaaatgggtg atatgcgaac agcaaacc 1457 

10 

<210> 2 
<211> 185 
<212> PRT 
15 <213> Homo sapiens 

<400> 2 

Met Lys Leu Val Ser Yal Ala Leu Met Tyr Leu Gly Ser Leu Ala Pne 
-90 -85 -80 

20 

Leu Gly Ala Asp Thr Ala Arg Leu Asp Val Ala Ser Glu Phe Arg Lys 
-75 -70 -65 

Lys Trp Asn Lys Trp Ala Leu Ser Arg Gly Lys Arg Glu Leu Arg Met 
25 -60 -55 -50 
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Ser Ser Ser Tyr Pro Thr Gly Leu Ala Asp Val Lys Ala Gly Pro Ala 
-45 -40 -35 

Gin Thr Leu He Arg Pro Gin Asp Met Lys Gly Ala Ser Arg Ser Pro 
5 -30 -25 -20 -15 

Glu Asp Ser Ser Pro Asp Ala Ala Arg He Arg Val Lys Arg Tyr Arg 
-10 -5 -1 1 

10 Gin Ser Met Asn Asn Phe Gin Gly Leu Arg Ser Phe Gly Cys Arg Phe 
5 10 15 

Gly Thr Cys Thr Val Gin Lys Leu Ala His Gin lie Tyr Gin Phe Thr 
20 25 30 

15 

Asp Lys Asp Lys Asp Asn Val Ala Pro Arg Ser Lys lie Ser Pro Gin 
35 40 45 50 

Gly Tyr Gly Arg Arg Arg Arg Arg Ser Leu Pro Glu Ala Gly Pro Gly 
20 55 60 65 

Arg Thr Leu Val Ser Ser Lys Pro Gin Ala His Gly Ala Pro Ala Pro 
70 75 80 

25 Pro Ser Gly Ser Ala Pro His Phe Leu 
85 90 
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<210> 3 
<211> 1493 
<212> DNA 
<213> Sus scrofa 

<220> 

<221> CDS 

<222> (148).. (711) 

<220> 

<221> mat peptide 
<222> (430).. (585) 

<400> 3 

gcggaacagc tcgagccttg ccacctctag tttcttacca cagcttggac gtcggggttt 60 

tgccactgcc agagggacgt ctcagacttc atcttcccaa atcttggcag atcaccccct 120 

tagcagggtc tgcacatctc agccggg atg aag ctg gtt ccc gta gcc etc atg 174 

Met Lys Leu Val Pro Val Ala Leu Met 
-90 

tac ctg ggc teg etc gcc ttc ctg ggc get gac aca get egg etc gac 222 
Tyr Leu Gly Ser Leu Ala Phe Leu Gly Ala Asp Thr Ala Arg Leu Asp 
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-85 -80 -75 -70 

gtg gcg gca gag ttc cga aag aaa tgg aat aag tgg get eta agt cgt 270 
Val Ala Ala Glu Phe Arg Lys Lys Trp Asn Lys Trp Ala Leu Ser Arg 
-65 -60 -55 

gga aaa aga gaa ctt egg ctg tec age age tac ccc ace ggg ate gee 318 
Gly Lys Arg Glu Leu Arg Leu Ser Ser Ser Tyr Pro Thr Gly He Ala 
-50 -45 -40 

gac ttg aag gec ggg cct gec cag act gtc att egg ccc cag gat gtg 366 
Asp Leu Lys Ala Gly Pro Ala Gin Thr Val He Arg Pro Gin Asp Yal 
-35 -30 -25 

aag ggc tec tct cgc age ccc cag gec age att ccg gat gca gee cgc 414 
Lys Gly Ser Ser Arg Ser Pro Gin Ala Ser He Pro Asp Ala Ala Arg 
-20 -15 -10 

ate cga gtc aag cgc tac cgc cag agt atg aac aac ttc cag ggc ctg 462 
He Arg Val Lys Arg Tyr Arg Gin Ser Met Asn Asn Phe Gin Gly Leu 
-5 -11 5 10 

egg age ttc ggc tgt cgc ttt ggg acg tgc ace gtg cag aag ctg gcg 510 
Arg Ser Phe Gly Cys Arg Phe Gly Thr Cys Thr Val Gin Lys Leu Ala 
15 20 25 
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cac cag ate tac cag ttc acg gac aaa gac aag gac ggc gtc gec ccc 558 
His Gin He Tyr Gin Phe Thr Asp Lys Asp Lys Asp Gly Val Ala Pro 
30 35 40 

5 egg age aag ate age ccc cag ggc tac ggc cgc egg cgc cga cgc tct 606 
Arg Ser Lys He Ser Pro Gin Gly Tyr Gly Arg Arg Arg Arg Arg Ser 
45 50 55 

ctg ccc gaa gee age ctg ggc egg act ctg agg tec cag gag cca cag 654 
10 Leu Pro Glu Ala Ser Leu Gly Arg Thr Leu Arg Ser Gin Glu Pro Gin 
60 65 70 75 

gcg cac ggg gee ccg gee tec ccg gcg cat caa gtg etc gec act etc 702 
Ala His Gly Ala Pro Ala Ser Pro Ala His Gin Val Leu Ala Thr Leu 
15 80 85 90 

ttt agg att taggegecta ctgtggcagc agegaacagt cgcgcatgca 751 
Phe Arg He 

20 tcatgccggc gcttcctggg gegggggget tcccggagcc gagcccctca gcggctgggg 811 
cccgggcaga gacagcattg agagaccgag agtcegggag gcacagacca gcggcgagcc 871 
ctgeatttte aggaacccgt cctgcttgga ggcagtgttc tetteggett aatccagccc 931 

25 

gggtccccgg gtgggggtgg agggtgeaga ggaatccaaa ggagtgtcat ctgccaggct 991 
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5 



15 



20 



25 



cacggagagg agaaactgcg aagtaaatgc ttagaccccc aggggcaagg gtctgagcca 1051 
ctgccgtgcc gcccacaaac tgatttctga aggggaataa ccccaacagg gcgcaagcct nil 



cactattact tgaactttcc aaaacctaga gaggaaaagt gcaatgtatg ttgtatataa 1171 
agaggtaact atcaatattt aagtttgttg ctgtcaagat ttttttttgt aacttcaaat 1231 
10 atagagatat ttttgtacgt tatatattgt attaagggca ttttaaaaca attgtattgt 1291 
tcccctcccc tctattttaa tatgtgaatg tctcagcgag gtgtaacatt gtttgctgcg 1351 
cgaaatgtga gagtgtgtgt gtgtgtgtgc gtgaaagaga gtctggatgc ctcttgggga 1411 



agaagaaaac accatatctg tataatctat ttacataaaa tgggtgatat gcgaagtagc 1471 



aaaccaataa actgtctcaa tg 1493 



<210> 4 
<211> 188 
<212> PRT 
<213> Sus scrofa 

<400> 4 
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Met Lys Leu Val Pro Val Ala Leu Met Tyr Leu Gly Ser Leu Ala Phe 
-90 -85 -80 

Leu Gly Ala Asp Thr Ala Arg Leu Asp Val Ala Ala Glu Phe Arg Lys 
5 -75 -70 -65 

Lys Trp Asn Lys Trp Ala Leu Ser Arg Gly Lys Arg Glu Leu Arg Leu 
-60 -55 -50 

10 Ser Ser Ser Tyr Pro Thr Gly He Ala Asp Leu Lys Ala Gly Pro Ala 
-45 -40 -35 

Gin Thr Val He Arg Pro Gin Asp Val Lys Gly Ser Ser Arg Ser Pro 
-30 -25 -20 -15 

15 

Gin Ala Ser He Pro Asp Ala Ala Arg He Arg Val Lys Arg Tyr Arg 
-10 -5 -1 1 

Gin Ser Met Asn Asn Phe Gin Gly Leu Arg Ser Phe Gly Cys Arg Phe 
20 5 10 15 . 

Gly Thr Cys Thr Val Gin Lys Leu Ala His Gin He Tyr Gin Phe Thr 
20 25 30 

25 Asp Lys Asp Lys Asp Gly Val Ala Pro Arg Ser Lys lie Ser Pro Gin 
35 40 45 50 
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Gly Tyr Gly Arg Arg Arg Arg Arg Ser Leu Pro Glu Ala Ser Leu Gly 
55 60 65 

Arg Thr Leu Arg Ser Gin Glu Pro Gin Ala His Gly Ala Pro Ala Ser 
70 75 80 

Pro Ala His Gin Val Leu Ala Thr Leu Phe Arg He 
85 90 



<210> 5 
<211> 1376 
<212> DNA 

<213> Rattus norvegicus 

<220> 

<221> CDS 

<222> (154).. (708) 

<220> 

<221> mat peptide 
<222> (433) . . (582) 

<400> 5 

tccagccttt accgctcctg gtttctcggc ttctcatcgc agtcagtctt ggactttgcg 60 
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ggttttgccg ctgtcagaag gacgtctcgg actttctgct tcaagtgctt gacaactcac 120 

cctttcagca gggtatcgga gcatcgctac aga atg aag ctg gtt tec ate gee 174 
5 Met Lys Leu Val Ser He Ala 

-90 

ctg atg tta ttg ggt teg etc gee gtt etc ggc gcg gac acc gca egg 222 
Leu Met Leu Leu Gly Ser Leu Ala Val Leu Gly Ala Asp Thr Ala Arg 
10 -85 -80 -75 

etc gac act tec teg cag ttc cga aag aag tgg aat aag tgg gcg eta 270 

Leu Asp Thr Ser Ser Gin Phe Arg Lys Lys Trp Asn Lys Trp Ala Leu 
-70 -65 -60 -55 

15 

agt cgt ggg aag agg gaa eta caa gcg tec age age tac cct acg ggg 318 

Ser Arg Gly Lys Arg Glu Leu Gin Ala Ser Ser Ser Tyr Pro Thr Gly 
-50 -45 -40 

20 etc gtt gat gag aag aca gtc ccg acc cag act ctt ggg etc cag gac 366 
Leu Val Asp Glu Lys Thr Val Pro Thr Gin Thr Leu Gly Leu Gin Asp 
-35 -30 -25 

aag cag age acg tct age acc cca caa gee age act cag age aca gec 414 
25 Lys Gin Ser Thr Ser Ser Thr Pro Gin Ala Ser Thr Gin Ser Thr Ala 
-20 -15 -10 
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cac att cga gtc aaa cgc tac cgc cag age atg aac cag ggg tec cgc 462 
His lie Arg Val Lys Arg Tyr Arg Gin Ser Met Asn Gin Gly Ser Arg 
-5 -11 5 10 

5 

age act gga tgc cgc ttt ggg acc tgc aca atg cag aaa ctg get cac 510 
Ser Thr Gly Cys Arg Phe Gly Thr Cys Thr Met Gin Lys Leu Ala His 
15 20 25 

10 cag ate tac cag ttt aca gac aaa gac aag gac ggc atg gec ccc aga 558 
Gin lie Tyr Gin Phe Thr Asp Lys Asp Lys Asp Gly Met Ala Pro Arg 
30 35 40 

aac aag ate age cct caa ggc tat ggc cgc egg cgc egg cgt tec ctg 606 
15 Asn Lys He Ser Pro Gin Gly Tyr Gly Arg Arg Arg Arg Arg Ser Leu 
45 50 55 

cca gag gtc etc cga gee egg act gtg gag tec tec cag gag cag aca 654 
Pro Glu Val Leu Arg Ala Arg Thr Val Glu Ser Ser Gin Glu Gin Thr 
20 60 65 70 

cac tea get cca gec tec ccg gcg cac caa gac ate tec aga gtc tct 702 
His Ser Ala Pro Ala Ser Pro Ala His Gin Asp He Ser Arg Val Ser 
75 80 85 90 



25 



agg tta taggtgcggg tggcagcatt gaacagtegg gegagtatec cattggcgcc 758 
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Arg Leu 

tgcggaatca gagagcttcg caccctgagc 
ggctgcccct aggggaggca gaggaaccca 
gaattacagg ctgatactct ctccgggcag 
aactggtttt ctcacggggc atacggctca 
aggaaaagtg caatgcttgt tatacagcca 
gtcaagaggt tttttttttt gtaacttcaa 
ttgtattaag ggcattttaa agcgattata 
tgtctcagca aggtgtaagg ttgtttggtt 
gtgtgtgtgt gtgtgtgtaa ggtggagagc 
acattgtgtc ttctataatc tatttacata 
taaactgtct caatgctg 

<210> 6 



PCT/JP00/04167 

ggactgagac aatcttgcag agatctgcct 818 
agatcaagcc aggctcacgt cagaaaccga 878 
gggtctgagc cactgccttg cccgctcata 938 
t tact tact t gaactttcca aaacctagcg 998 
aaggtaacta tcatatttaa gtttgttgat 1058 
atatatagaa atatttttgt acgttatata 1118 
ttgtcacctt cccctatttt aagaagtgaa 1178 
ccgtgtgtgt gtgtgtgtgt gtgtgtgtgt 1238 
gcctgattac cgcctgtgga tgaagaaaaa 1298 
aaatatgtga tctgggaaaa agcaaaccaa 1358 
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<211> 185 
<212> PRT 

<213> Rattus norvegicus 
5 <400> 6 

Met Lys Leu Val Ser He Ala Leu Met Leu Leu Gly Ser Leu Ala Val 
-90 -85 -80 

Leu Gly Ala Asp Thr Ala Arg Leu Asp Thr Ser Ser Gin Phe Arg Lys 
10 -75 -70 -65 

Lys Trp Asn Lys Trp Ala Leu Ser Arg Gly Lys Arg Glu Leu Gin Ala 
-60 -55 -50 

15 Ser Ser Ser Tyr Pro Thr Gly Leu Val Asp Glu Lys Thr Val Pro Thr 
-45 -40 -35 -30 

Gin Thr Leu Gly Leu Gin Asp Lys Gin Ser Thr Ser Ser Thr Pro Gin 
-25 -20 -15 

20 

Ala Ser Thr Gin Ser Thr Ala His lie Arg Val Lys Arg Tyr Arg Gin 
-10 -5 -1 1 

Ser Met Asn Gin Gly Ser Arg Ser Thr Gly Cys Arg Phe Gly Thr Cys 
25 5 10 15 
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Thr Met Gin Lys Leu Ala His Gin He Tyr Gin Phe Thr Asp Lys Asp 
20 25 30 35 

Lys Asp Gly Met Ala Pro Arg Asn Lys He Ser Pro Gin Gly Tyr Gly 
40 45 50 

Arg Arg Arg Arg Arg Ser Leu Pro Glu Val Leu Arg Ala Arg Thr Val 
55 60 . 65 

Glu Ser Ser Gin Glu Gin Thr His Ser Ala Pro Ala Ser Pro Ala His 
70 75 80 

Gin Asp He Ser Arg Val Ser Arg Leu 
85 90 



17/17 



PCT/JPOO/04167 



H$<DB(9&frH) : 2000^3^ 1 a (01. 03. 00) 
H^Oljg : 

Journal 

XittOSf*: B«m¥BS582#ttft1 f 2000 
The Japanese Journal of 
Pharmacology, Volune82, 
Suppleoent I 2000 



INTERNATIONAL SEARCH REPORT 



International application Mo. 

PCT/JP00/04167 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 A61K38/17, A61P15/06, A61P43/00 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 A61K38/17, A61P15/06, A61P43/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
MEDLINE (STN) ,BIOSIS(STN) / CA(STN) , CAPLUS(STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



UPTON, Paul D. et al . , "Expression of Adrenomedullin (ADM) 
and Its Binding Sites in the Rat Uterus : Increased Number 
of Binding Sites and ADM Messenger Ribonucleic Acid in 
20-Day Pregnant Rats Compared with Nonpregnant Rats", 
Endocrinology (1997), Vol.138, No. 6, pp. 2508-2514 

US, 5639855, A (Shionogi & Co., LTD.), 
17 June, 1997 (17.06.97) 
& JP, 07-196693, A & EP, 622458, A2 
& AU, 9460648, A & CA, 2122112, A 



1-15,17 



1-15,17 



I 1 Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: 

*A" document defining the general state of the art which is not 

considered to be of particular relevance 
*E" earlier document but published on or after the international filing 

date 

*V document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P* document published prior to the international filing date but later 
than the priority date claimed 



*P later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"V document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
03 October, 2000 (03.10.00) 



Date of mailing of the international search report 
17 October, 2000 (17.10.00) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOO/04167 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 1 7(2)(a) for the following reasons: 
Claims Nos.: 16 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claim 16 pertains to methods for treatment of the human body by surgery or 
therapy and thus relates to a subject matter which this International Searching 
Authority is not required to search. 

2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



I • L I As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

3. (31 As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4* CU No required additional search fees were timely paid by the applicant Consequently, this international 
search report is- restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees were accompanied by the applicant* s protest. 

[ | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 



PCT/J POO/0 4 1 6 7 



A. #9HrojR-rs#I?<z>#|g <nM9fF5Ni (IPC) ) 
Int. CI 7 A61K38/17, A61P15/06, A61P43/00 



m&zn^tcm-wmn mmmnm (i po > 

Int. C 1 7 A61K38/17, A61P15/06, A61P43/00 



SK5SSIS-C<£ffl Lfctff-*"<-^ (7*-*^- gaScKte/B Lfcfflii) 
MEDLINE (STN) , B I OS I S (STN) , CA (STN) , CAPLUS (STN) 



zmxwvo 



UPTON, Paul D. et al. , "Expression of Adrenomedullin(ADM) and 

Its Binding Sites in the Rat Uterus : Increased Number of 
Binding Sites and ADM Messenger Ribonucleic Acid in 20-Day 
Pregnant Rats Compared with Nonpregnant Rats", 
Endocrinology (1997) , Vol. 138, No. 6, p. 2508-2514 

US, 5639855, A (Shionogi & Co. , LTD. ) 17. 68 . 1997(17. 06. 97) 
&JP, 07-196693, A &EP, 622458, A2 &AU, 9460648, A &CA, 2122112, A 



1-15, 17 



1-15, 17 



TLj m&mi£m\z.&m&&1&-t-ZXmXl*tiLtoX8i<0&ft 
3ti8t (ll&Sr#t) 

roj um\zi.z>mfp. mmm^R-t^xm. 



rxj mzm&ohzxifcv&ix, *k'&.X1&<r>*-X'&m 

J: oTit^tt^Jfct " i: 6>ix-5 few 
r&j ra-/<ri'h7r 5 •> — Xtik 



SgSIISS^TLfcB 



0 3. 10. 0 0 



1 7. TOJOO 



B*S#tffr (ISA/JP) 
100-8915 



4 p 



9 6 3 8 



fKS#-f§- 03-3581-1101 F<3i8Sl 3 4 9 2 



8I3CPCT/I SA/2 1 0 (S2-<- i?) (1 998^7fl) 



HKItaJS*^- PCT/JPOO/04167 



£$8$$39 (PCT1 7&(2)<a)) <D8U£K .£ 9 . i<OB^ISfiS^tt9:roaAt- J: •) li*<0«5fflO-SB»CoV^f^ 



3. □ »#<D«Sffi f»tt*»«B^fcorPCTS»4(a«>*23tRt«B3X«>«eK 



4. □ WSA^-S'SiiiOiaSE^W^fflrartlc^L/id^o^O-e. r.oS^IS3t«^tt, IS*<o«SH<OSSJI-ffie 



□ i6^nag#»^-<oi^ft £ *k tas a* » b mm $ &-c a* * a* o fc. 



«£i£PCT/l SA/2 1 0 (Sn-i-^ggg (1) ) (1 9 9 8#7J3) 



E P 




US 



ts 9k m 



PCT 



[PCTl 83b, PCT£H'J43, 44] 



(DWmU^ SO043PCT 


^^¥igc#-{-ol/NTtt, ffl^S|g^O^#a*q«^:(PCT/I SA/2 2 0) 

£trFfE5 Sr#fiii-5r 4:. 


PCT/ J P 0 0/0 4 1 6 7 


ta.B.m 23. 06. 00 


<H.£.<¥) 2 3. 0 6. 9 9 


mm a (ft£xii£fw 



1 Hi^ll§3fii$81^^3&8£ 

3. □ ^'OMi^DLTV^ (^Di#fi8) . 



4. &w<D%m* 



5 . 



B ftL 



PCT/I SA/2 1 0 (jgl-t-S?) (I 9 9 8¥7fl) 



PCT/ J P 0 0/0 4 1 6 7 



warn wt<otsi'p-ai^gi) ! ?#' > ^'j:tofi, m\^—^<o2<o9ti) 

fe3(S8*3B3* (PCT 1 7 ft (2) (a)) ©»&K:,fc 0, C<OBBRH3tE«^fi»:oaS{c «fc 9»*<o«H03-»icov^Tf^ 



3. □ lt*(D«ffl tt» ^»*0«BB-X?aS)oTPCT«Id6.4(a)©J|l23tXt«B3X©»eK: 



1. □ mmA&&&te&Mm&^&M&^xmmftizmttistz<D-?. z<osmm3m&n. t-^T©»aiE«rti*»# 

fflKffttt ro^tt £ * * * fro It. 

#co & o fc i^coffl * co® B <0 H \z o ^ T ffrfc L fc. 



4. □ tfHAi s ^ll/j:ii^W*¥*»«:JHWrtt-#i^b>5c*»ofc«)-C, croHBW3S*«tt. S»#<0ttB8O*rtm::IE« 



□ mm&¥&&<r>ifottkmcmmAt>>t>g i >&'¥&x&$><>tLo 



ISPCT/ISA/2 10 (Jffl^-^tt* ( 1 ) ) (I 9 9 8¥7fl) 



PCT/J P 0 0/0 4 1 6 7 



a. &w<Dm-tz#m<Dftm mummm a po ) 

Int. CT A61K38/17, A61P15/06, A61P43/00 



m^ff^tzm^mmn mm^n^m (ipo) 

Int. CI 7 A61K38/17, A61P15/06, A61P43/00 



MEDL I NE (STN) , BIOSIS (STN) , CA (STN) , CAPLUS (STN) 



flasks Rxf-toanm&wm-r z t f a> ^oaarrsggrog? 



UPTON, Paul D. et al. , "Expression of Adrenomedullin(ADM) and 

Its Binding Sites in the Rat Uterus : Increased Number of 
Binding Sites and ADM Messenger Ribonucleic Acid in 20-Day 
Pregnant Rats Compared with Nonpregnant Rats", 
Endocrinology (1997) , Vol. 138, No. 6, p. 2508-2514 

US, 5639855, A (Shionogi & Co. , LTD. ) 17. 6J5 . 1997 (17. 06. 97) 
&JP, 07-196693, A &EP, 622458, A2 &AU, 9460648, A &CA, 2122112, A 



1-15, 17 



1-15, 17 



tej m&mm$m(omm$.tzi-*mm--zihz>&, mmttims 
roj osi-isw^, -effl, mTT^ic-gR-tzxm 

TPj Baffin BmTC% 7>>o-gBfc*to£3ficoSgi:ft3tiJig 



r*rj mmmmaxa&9camz2;%t£titzX®iX'h-ox 

<Dm.M<vtztbiz$\m-tz *><o 
rxj m\z.m'&<o3bz>xmxh-ox. mrnxm^x-mm 
(Dmm&xi-tmm&fc^^k^iLbHz-bn 

TYj mzm&<ohZX$kXboX. ^XiSti1tl<rji« 
iro^tro, Sil^ioTS^T-ifc satiric 



0 3. 10: 0 0 



17. ro.oo 



B^ffl^fFfr ( I S A/ J P) 
mWM'fb- 1 0 0-8 9 1 5 



#ff/r«S's- (tfpswfcsfia*) ...... 

03-3581-1101 



4 P 



9 6 3 8 



3 4 9 2 



^PCT/ISA/2 10 (^2^-^) (I 9 9 8f7fl) 



# If 



u tk m 



PCT 

C P C T 3 6 tkRXfi P C T8UU70] 




liJiAXIiftlA 

(OWmW.^- SO0 4 3PCT 


i pea/4 16) &#J8»-f5;r i. 


PCT/ J P 0 0/0 4 1 6 7 




(B.^.fp) 23. 06. 99 


fflg&4#ff#S ( I P C) Int. CI 7 A61K38/17, A61P15/06, A61P43/00 





i. m^mm^mm^^ft^(Dm^mm^m^mmnmm57^ (pct3 6&> <ottteK&^mm-z. 

(PCT^IU70. 16Xt5PCT*J6JWIUfB6 0 7 -MMR) 



3. :(DiiffS^lt »c<^rt*Sr*tf. 



I 


s 


n 


□ 


m 




IV 


□ 


V 


s 


VI 


□ 


vn 


□ 


Vffl 


□ 



2 7. 12. 0 0 


18.04.01 


B^mftftfT (I PEA/ J P) 
mW&^ 100-8915 

M^&^mmmm^TB 4#3-^- 


»fF/r*« 5 ■*) 4P 96 3 8 


It* flrf*- S3- ; 

mfS#^§- 03-35 81-1 101 rtjft 34 9 2 



«aPCT/IPEA/40 9 (*«) (1 9 9 8^7^) 



S85to«#^ PCT/J POO/0 4 1 6 7 



1. r»BK^«*S*^«Tffi<omS§Si(cS^5V^T^$*vfc. (S=S&6& (PCT 1 4&) <D*|j£fc:&-5< 
PCT£iaiJ70. 16,70. 17) 



0 ffig^<7?H^fflS§li 



□ mm* 
mm* 



fS#tf>*5ffi * 



□ a® 



□ 



m 
m 



PCT 1 9&©&;£KS-3#*tIE$*v*:t>e> 



~-t— s*. H«HHi**«>»*»i:*C«aS*tfc'b«> 



_hiEWtmg^3ScDSfg(i, TiSlc*f4&-S-«r^<«*s I©i!gliiS©f^-Cfc5 e 



□ PCT&aU48.3(b)«;:^5H^4tBfl<£>'S!& 

□ H^«#^<Ofc«5>(C«mS^fcPCTMIiJ55.2*fc:li55.3(cVNp»|RJi:<OS|g 



□ mm 



tlZ<DX\ *<DffijEtf£tlttfrotci>(Dt LT^fiEUfc. (PCTSaiJ70.2(c) 



MPCT/IPEA/4 0 9 (Ilffl) (1 9 98f 7^) 



PCT/J P 0 0/0 4 1 6 7 



m. Signs, jg^ttxtASjSi^ofJffl^Tie^tcov^rios^tggg^ioy^ 



0 i«#tf>©H L6 



«SPCT/IPEA/4 0 9 (Iffl» (1 9 9 8¥7^) 



SBSffl®*^ PCT/JPOO/04167 



v. mm.it. m&&xttmm±.<omm-*jm&fc<>^x<Dmmi 2& (pct3 5*(2>) izfetbz&m. znzmmis 



l. MM 



mW& (N) §g#ro«EE 1-15, 17 *r 

IS*<D«SH *§ 

m&m (is) ft*w©ffl i-i5, 17 *r 

»*»®h m 

mm±.<omm-*im&. ( i a) m&<oi&m 1-15, 17 * 



2. xgauraw <pcTmffJ7o.7) 
(XWO 

1. Endocrinology (1997) , Vol. 138, No. 6, p. 2508-2514 

2 . US, 5639855, A (Shionogi & Co. , LTD. ) 17. 6£ . 1997 (17. 06. 97) 

(tftld) 

• If *O^H 1 - 1 5 RZf 1 7 (ro^T 

*vt*3bi\ *r8H4«:*ri-5. 
*fcv»*o«Bl-l 5XIM 7tc|Eife$tt7t|§Wtt> HRWM*-e5lffl**v*:3:ittlR 

v^Sj6s» 5Ci^lS:^2(Of5rtttct % T KW y ^M«fiifc«D(M»^9^si^KJ:5 

i fcttlBfc* it-da L^t^©^fJ, ^^ifoS«m^'b^^iv>^aft>^(ciS 



iSPCT/IPEA/409 (SV» (1 9 9 8¥7fl) 



TENT COOPERATION TREA 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



(PCT Article 36 and Rule 70) 


Applicant's or agent's file reference 
SO043PCT 


SeeNotificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Examination Report (Form PCT/IPEA/4 1 6) 


International application No. 


International filing date (clay/month/year) 


Priority date (day/month/year) 


PCT/JP00/04167 


23 June 2000 (23.06.00) 


23 June 1999 (23.06.99) 


International Patent Classification (IPC) or national classification and IPC 




! A61K 38/17, A61P 15/06, 43/00 






Applicant 


SHIONOGI & CO., LTD. 





This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



. sheets, including this cover sheet. 
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Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



IntfS^PPbnal application No. 

PCT/JPOO/04167 



I. Basis of the report 



1 . With regard to the elements of the international application:* 
the international application as originally filed 

the description: 

pages 

pages 

pages 



□ 



, as originally filed 



filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 



filed with the demand 



, filed with the letter of 



[ | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 



_ , filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23. 1 (b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

1 1 the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 
□ 
□ 



□ 



The amendments have resulted in the cancellation of: 

□ 

the description, pages 

I I the claims, Nos. 

I I the drawings, sheets/fig 



^ | I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

1 | the entire international application. 



claims Nos. 



16 



because: 



the said international application, or the said claims Nos. 



16 



relate to the following subject matter which does not require an international preliminary examination (specify): 

The subject matter of Claim 16 relates to a method for treatment of the human or body by 
therapy or surgery, which does not require an international preliminary examination by the 
International Preliminary Examining Authority. 



□ 



the description, claims or drawings (indicate particular elements below) or said claims Nos. , 
are so unclear that no meaningful opinion could be formed (specify): 



the claims, or said claims Nos. . 



□ 

by the description that no meaningful opinion could be formed, 
no international search report has been established for said claims Nos. . 



. are so inadequately supported 



16 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 



j ] the written form has not been furnished or does not comply with the standard. 

[ | the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 



citations and explanations supporting such statement 

1 . Statement 

Novelty (N) Claims 1-15,17 YES 

Claims NO 

Inventive step (IS) Claims 1-15,17 YES 

Claims NO 

Industrial applicability (IA) Claims 1-15,17 YES 

Claims NO 



2. Citations and explanations 

(Documents) 

1. Endocrinology, Vol. 138, No. 6, 1997, pp. 2508-2514 

2. US, 5639855, A (Shionogi & Company, Ltd.) 17 June 1997 (17.06.97) 

(Commentary) 
Claims 1-15 and 17 

None of the documents cited in the international search report describes the inventions set forth 
in Claims 1-15 and 17, and therefore these inventions appear to be novel. 

Furthermore, the inventions set forth in Claims 1-15 and 1 7 appear to involve an inventive step 
with respect to documents 1 and 2 cited in the international search report. 

Document 1 states that adrenomedulin inhibits uterine contractions caused by galanin, but 
neither document 1 nor document 2 states that adrenomedulin inhibits spontaneous uterine 
contractions or uterine contractions caused by bradykinin, and that it is useful in the prevention 
of premature birth and abortion, and in the treatment of disorders such as difficult menstruation. 
Furthermore, persons skilled in the art cannot easily conceive of these matters based on common 
technical knowledge in this field. 
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